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Each tablet contains:
Tramadol Hydrochlorida..........cceiveeiienn. 50 Mg

Usual Dosage: See attached labeling for cornplate
prescribing information.

Store at controlled room temperattire 15°-30°C
(59°-86°F) (see USP).

Dispense in a tight container.

Manulactured by: CorePharma LLC
Middlesex, NJ 08846

MF# 151 :
Y 64720-127-110
Lot No:

Exp. Dale:

TRAMADOL HYDROCHLORIDE TABLETS
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Rx only
DESCRIFTION )
Tramadol hydrochloride Lablel is a teniraliy arting analgesic. The chemical name for (ramadal

hydrachlaride is t)cfsrzfl(dimemwaminu]msmvu‘I—(a-me!noxypnenyll cyclonexanal hydrachia-
fide. 115 stuctural formuia is:

ey

APPR0VED@4‘ﬁ}fﬁf’Z e

;gg gnolscular ormula of tramadal hydrochloride is CagHzsh0x*HCI and its molecular weight is

Tramadol hydrachloride s a white, bitter, cryslaliine and odorless powder. It s readily soluble in
waler and ethanol and has a pka of 9.41. Thé g-octanolwaler fog parlilion caetticient {legP) is 1.35
alpH 7. Each trarmadot kydrochloride tablel intended (or oral nistration, 50 mg ol
tramadal hydrochloride. tn addition, it afso contains the foliawing inactive ingredients: )
hydroxypropyl melhylceilutose. laclpse maonohydrate, magnesium stearale, microceystaliine
celfulose, pofvethylene glycal, polysorbale B, pregelatinized starch, sodim starch glycolata and
tilapium dioxide.

CLINICAL PHARMACOLDEY

Pharmacadynambcy i . . .
TFramado! hydrochlaride is a centrally acling synthetic apivid analgesic. Althaugt: its mada ol aclion
is not completaty understood, from animal tests, at laast twa complemenlary mechanisms appaar
applicable;” binding o parent and M malabolite to y-opioid receptors and weak inhibition of
reuplake of nar-epinephrine and sasqtanin,

Opigid activity is due te both Iow aftinity binding of the Parenl compound and higher atfinity binding
of the ()-demethylated metaholite Mi 1o p-opioxt race&) ors. In animal models, M1 is up ta 6 times
more potent than tramadod in nroducinﬁlamlgesia and 200 times more potenl in u‘uréoid binding.
Tramadol-induced analgesia is only partially antagonized h)( the oplate an@gonist naloxone in Sev-
eral anirmal tgsts. The relative contribution of both Iramadol and M1 ta human analgesm s depen-
denl upon the plasma cancenlrafions of each tompaund (see CLINICAL PHARMAGOLDGY,
Pharmacokinetics).

Tramadol has bean shawn to inhitil reuptake of nnrepinqgnrin_e and sarakanin in iro, as hava some
other apiofd analgesics. These machanisms may contrioulg |ndsoend_entlr 10 Ihe averall analgasic
profile of trasmiadal hydrochloride, Analgesia in humans begins approxiia ely within ana hour atier
adminisiration and veaches a paak in approximatety twa ta three hours.

Apart from analgasia, lramadsl hydrochloeida adr iristralian may produce a ion gl syrnrﬁloms
(intiuding dizziness, somnolence, nausea, constipation, Sweahng and pruvius) similar to that of
Ditter ngioids. i contrast o merphine, tramadol bas rol been shawn b causs histamine release, At
therapeutic: doses. tramado! hydrachforide has no eifect on heart rale, lelt-ventricular unction or
cardiac index. Drihastalic hypatension has been sbserved.

Fharmacokinatlcs

The anajglesic acitvty of tramadol hydrachloride is due ta both parent drug and the M1 metabalite
(see CLINICAL PHARMACDLOGY, Pharmacad namics}. Tramadal is adminislered as a racemate
and both the [-] and {+] farms of bath tramadal and M1 are detected in the ciculation, Tramadal is
well abscrbed orally with an absolule bioavailability of 75%. Tramadol has a valume of distribution
al agproximately 2.7 Likg and is only 20 bound ta glasma}lp‘-o!ems‘ Tramadal is exiensively
metabolized by 3 number of pamwlggs. Including CYP206 and GYPIA, as well as by conjugation of
Farenl_and melatinlites, One melabglite, M1, Is pharmacalogicaily aclive in animal madels, The
rmatian of M1 is depandent upan CYP2DE and as such is subjact to inhubition, which may affect

the tharapeutic responsz (ses PRECAUTIONS - Drug Inleractions]. Tramadol and its melabolites ara . .
5

xcreted primadily in the urine with obiserved plasma haif-hves of 6.3 and 7.4 hours for tramadol
and M1, rsspel:tlvey, Linear pharmacokinetics have been ohserved toliowing multiple doses of 50
ang 100 myq ta steady-slate.

Absorptign: i L

Hacemic tramadol js rapidly and almost completely absorbed afler_oral agminislralion. The mean
absolute bioavailabiity of 2 100 mg aral dose is approximately 75% . The mean peak plasma
sencentration of racemic framadal and M1 accurs al two and Ihree hours, res ectively, after
administration in healfhy adults. |n genera, btk znantiomers of tramadnl and Wi follow gﬂfaral}et
lime caurse in tha hodr Tutlowing single and mulllgle dosas although small differences (-10°0) axist
in the absolute amount of sach enantinmar present.

Sleady-stale plasma concentrations of both lramadot and M1 are achieved wilhin twa days with
q.1d. dasing. There is 6o gvidence of self-induclion (see Figure 1 and Table 1 below).
Figura 1: Mean Tramadol and M1 Plasma Concentration Prolies afier

Sinple 106G mg Oral Gose and after Tweniy-Nine 100 mg Oral Ooses of Tramadol HC! given gid.:
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TRAMADOL HYDROGHLORIDE TABLETS
» S0 mg

Rx anly
QESCRIPTION
Tramadul hyarochloride tablel is a centrally arting analgesic. The chemical name for tramadol
fydrochloride is {+)cis-2-[(dimelhylaming metfyll-1-(3-methxypnanyl) cyclohexanal hydrochla-
ride. lts structural formuda is:

200 07 N
5
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APPROVED ("

;’ha moalecufar formula of tramadol hydrochioride is C1gHzgNOg=HC) and ils malecular weight is

it
waler and elhancl and has a pKa of 9.41. 'The n-actanol'water [og partition coefficient {IggP) is 1.35
at pH 7. Each ramadal hydrochlaride tablet intended for oral adminislration contains 50 mg of
tramadol hydroghloride. In addition, it also cantains 1he following inaclive ingrediants:
hydroxypropyl methylcallulase, lactose monohydrate, magnesium stearate, microgrystatline
El:lzlaaliu_lese;‘j potgelhylene glycal, polysorbate BO, pragelalinized starch. sadium starch glycalate and
nivm dioxfde.

CLINICAL PHARMACOLOGY

Pharmacodynamics ) . )

Tramadal hydroghloride is a centrally acting synthalic opioid analgesic. Althaugh its mode of aclicn
is nat completely undarstood, from animal tasls. at least lwo complementary mechanisms appear
applicable; binding of parent and Mi melabolile to -opicid receptars and weak inhibition of
reuptake ol nor-epinaphrine and serotonin.

Urioid ackivity is due to bath low affinity binding of the Pa:enl compaund and hiule; affinity binding
af the O-demethylated melabalite M1 io p-opioid raceptors. in animal modets, M7 is up 1 B times
mare poignl than tramadul in producing analgesia and 200 times mare polenl in ur;g‘pioid binding.
Tramadol-induged analgesia is only partially antagonized Irr the opiate antagonist naloxone in sev-
aral animal tests. The sedative conlribution of both Iramadal and M1 to human analgesia is depan-
ggnt UDDE‘"‘F p)lasma cencentrations of each compound {see CLINICAL PH)?RMACOL GY,

armacokinetics).

Tramadal has been shown to inhibit r2uptake of nnrepinqghrinp and serotonin in vitro, as have soma
olher opicd analgesics. Thesa mechanisens may conri iz mdspendgnlléto the overall analgesic
piclile ol Iramadol hydrochlaride. Analgesia in huenans beging appraximaf i

administration and reaches a peak in approximately two to Mreg hours.

Apart frem analgesia, tramadol fydrachlaride administration may produce a constallation of symptoms
{including dizzinass, somnolence, naused, constipahion, sweating and pruritus) similar tg that of
other opioids. |n conlrast to momphine, tramado! has not been shown lo cayse hstamineg release. Al
therapeutic doses, tramadol hydrochiorida has no eHect an haarl rate, feH-vantricular function or
cardiac index. Orthastalic hypotension has been observed

Pharmaconlnetics o §
The analglesic activity ol tramadol lydtnmlunda is dug to both parent drug and the M1 melzbolite
{sez CLINICAL PHARMACDLOGY, Pharmacodyramics). Tramadol is administered as a racemate
and bolh the [] and [+] forms of bath Iramadal and M1 are delecled in the circulalion. Tramadol is
well absorbed nrall; wilh an absolule bigavailability af 75%. Tramadal has a valume of distribution
af approximately 2.7 Lfkg and is only 20% hound Io plasma grotains. Tramadol is extensively
metabolized by a numbar of pathways, inciuding CYP206 and G P3A4, as well as by conjupation of
Farent“and metabolites. One melabolite, M1, Is pharmacologically aclve in animal madets. The
armatian of M1 is dependent uﬁmn CYPIOB and as such is subject ta inhihition, which may affact
Ihe therapeutic response (see PRECAUTIGNS - Drug Interaclions). Tramadol and ts metabalites are
excraled prirnarily m the uring with ohgerved plasma hall-lives of 6.3 ang 7.4 hours lor bramadol
and M1, respectively. Linear pharmacokinetics have been abserved following muliiple dases of 50
and 100 mg ta steady-slate.

Absorption: o

Racemic ramadol is capidly and almosl completely absorbed after oral administration. The mean
absalute bioavailability of a 100 mg aral dose is approximalely 75%. The mean plasma
concenlration ol racemic ramadol and M1 occurs at two 20d three hours, reslpeclively. after
adminislralion in healtty adulls. In general, baih ananbiomers of Iramadol and M1 foilow 3 araflel
time course in the body faliowing single and multiple doses althaugh smail differences (~¥0%) exist
in the absalute amount of gach enantiamer present.

-stale plasma concenlralions of hoth tramadol and M1 ara achisved within two days wilh
dosing. There is no evidance of self-induction (see Figure 1 ard Table 1 below).

. Figure 1: Mean Tramadal and M1 Flasma Copcantration Profiles afler a
Single 100 mg Dral Dase and aiter Twenly-Nine 100 mg (ral Coses of Tramadol HC! piven q.i.d.:

Tramadol hydrochiaride is & »\»hih’.f hittar, crystalline and odorless powder. It is readily soluble in

ly within ona hour after
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P-450. These indwiduals are “poor metabolizers” of debrisoguing dgxtrumeﬂtorrhan. Hricyclic ant-
dapressants, amun?‘_n or drugs. Based on a population P aus_urPhase siudies in bealty
s, concantralions i ramadel wese approximiely20% higher in "paor matabolizers” versus
nsive metabotizers”, while M1 concanlrations were 40% lower. Concomitant ﬂ!qramf wilh
ibltors ol CYP2D6 such as fuoxeting, paroxsting ang quinidine could resull in sl?l!lfl dry,
inleractions. in vitro drug imeraction studies in human lvar microsomes ndicate thal inhibitors pf
CYPZD6 such as Auoeting and its mekabolile norflugxeting, amitriptyline and guinidine inhitit tha
metabolism ol wamadal 1o variovs deproas, sunFestinq that concomitant admnistration of these
compounds could resull in increases in ramadol concentrations and dacraasad concentrations of
M1, The full pharmacolagical impact of these alierations in terms of either en‘i&acr or salety is
unknown. Concomitani use of SERDTONIN re-wptake INHISITORS and MAD IHIBITORS may
enhanca tha risk of adverse events, ingluding seizure [see WARNINGS} and serolonin syndrome.
Eliminatio
Tramadol is eliminated primarity through metabolism by tha liver and the metabaoliles are eliminai-
edlrrimarily H the kidneys. Tha mean terminal plasma sliminalion hall-dives of racemic tramada|
and racemic M1 are 6.0 +1.4 and 7 4 +14 hours, respectivaly. The plasma glimination half-jife of
racemic tramadol incréased Jrom approximately six hours to seven hiours upon multiple dosing.

Special Populailons
Homal

Impaired renal function results in a decreased rate and extent of excretion of tramadol and its activa
metabolile, M1.In palients with creatinine clearances of iess than 30 mLs i, adjusiment of the
dusinH regimen is recommended ssea DOSAGE AWD ADMINISTRATION}. The lotal amount of
tramadol and M1 removed during a 4-hour dialysis period is less than 7% ol the administared dose.

Hepatic:

Mept:bnlism of Iramadal and M1 is raduced in l)atiems with advanced cirrhasis of tha liver, resuiting
In bath a larger area under Ihe cancentration lime curve for tramado! and langer tramadol and M
elimination hait-lives {13 hrs. for tramada? and 19 hrs. for M1}, In cirotic patiants, adjustment of
Lhe dosing regimen is recommendsd (sex DOSAGE AND ADMINISTRATION), '

Gerigiric:

Healthy elderty subjacts aged 65 to 75 years have plasma tramadol cancentrations and eliminalion
hait-lives comparabia lo thoss observed in healthy subjects less than 65 years of ?nge. In subjects over
73 years, MAMUM Seeucn concentrations are alevated {208 vs. 162 nginil ) and the slimination half-
Iile is proforged {7 vs. 6 hours) comparad to subjacts 65 to 75 vears of age. Adjustment of the daily
dose is recemmended tor patients plder than 75 years (sse DOSAGE AND ACMI ISTRATION).

Gender:

The absoluts bioavaitability of tramadol was 73% In males and 79% in females. The plasma
clearance was 6.4 mL/minvkg in males and 5.7 mlerr_Vk% in emales Iu]lume a 100l mg IV dose of
tramadol. Follawing a singla oral dese, and after adjusling for body weight, famales had a 12%
higher peak tramadul corcentration and a 35% higher area_ under the concentration-lime curve
compared io males. The dinical significance of this differenca is unkngwn.

Clinical $todles !
Tramadol hydrochloride has bean given in sinﬂle oral doses of 50, 75 and 100 mg lo patients with
pain following surgical procedures and pain Jollowing oral surgery {exiraction ol impacled molars].

In single-dose models of pain faliowing aral surgery, pain relief was demonsirated in spme patients
al dosés of 50 mg and 75 my. A dose of 100 mg tramadol hydrochloride tanded to provide anaigesia
Suparior ta codedne sulfate 60 mg, bul it was not as eHectve as the combination of aspirin 650 mg
with codeine phasphate 60 mg.

Tramadoi h#dmchluride has bean studied in thiee long-term contralled Irials invoiving a lotal ol 826
patienls, wiif 51 patients receiving tramadol nydrochforide. Palients with a variety of chronic painful
conditions were studied in double-blind rials af ene lo"three months duration. Average daily dases
af approximalety 250 mg of tramadol hydrochloride in divided doses were_Fen;aral comparabe |o
five dases of acetaminophen 300 mp with codsine lprmsphale 30 mq daily, live doses of aspirin
325 my with codeine pho?;hme 30 mg daily, or two to three doses of acetaminophen 500 mq with
oxycodone hydrochipride

Titratton Teialg . e .
In a randomized, tlindad ciinical study with 129 1o 132 paliants per group, a 10-d2y ltration to a daily
\ramadol hydrochloride dose ol 200 mp (50 mg 4. attained in 50 mg increments every 3 days, was
Iounq to resull m lewer disconlinualions due to dizingss or vertiga than tiration over onky 4 days or no
itration.

mg daily.

Figure 2
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Table 1
Mean (%CY) Pharmacokingtic Paramelars lor Racemic Tramadol and M1 Metabolite

o | Peak Gong. | Time ta

ngy/miL, Peakhrs)
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a 8D =S8ingle dose, MD
E,i Fourimesdaily "
b F represenls I oral higavailability of tramadal
¢ Notapplicatle
d  Mal measored

Food Effects: Orai administration of tramadn) hydrochloride wilh fgod does not significantly affect
its rale or extent of absorptign, tharafore, tramadol hydrochloride can ba administered without
regard 10 food.

Distribution: . ’

The votuma of distribulion of tramadot was 2.6 and 2.9 liters/kg in male and fermale subjecls,
resl)e_:tw_ely. following a 100 mg Inraveneus dosa. The binding of trzmadal ta human plasma
proteins, is approximately 20% and binding also appears to be int epandent of concentration up o
10 meg/ml_ Saturabion of plasrma protein binding ageurs only a1 concanirations sutside the clinically
redevant range.

Metabolism: . i ‘

Tramadol 15 extensively metabolized atter oral administration, Approximately 30% of Ihe dase is
excreted in the wring 83 prchanged drug..whmas 60% o the dose is excreted as metabalites. The
remainder is excreted either as unldentified 0r as unaxtractable metaboliles, The major metabolic
palhways appear to be nd O-demethykation and plucuronidation or sulfation in Ihe liver. Ong

i al
malabalite { -desmalhyityarmadol, donofed M1} is pharmacologically active in animal models.,

Formation of M1 is dependent an the CYP206 and as such is subject ta inhibition, which may alfect
the therdpeutic response (see PRECAUTIONS Dug Interaction},

Approxinalely 7% of 1ba populalion has reduced aclivity of the CYP20E isoenzyme of cytochrpma

"

|

20 25
Days in Double-Blind

INDICATIONS AND USAGE .
Teamadl hrdmcl\lunda Lablets ara Indicated for the management of moderale o maderately severa
pain inadulls.
CONTRAINDICATIONS R
Teamadol hydraghlorida shauld not be administered ty patients wha have previously demonstrated
Iynersensibvity o tramadol, anr Diver component of this product or oploids, Tramadel hydrochleride
1§ tamraindiciled in any siiualion whera opipids am contraindicated, ipcludm;l acule intoxication
with any of the Inllowing: alcahol, h pnatics, narcotics, cenlrally acling analgesics, opinids or
psyGhotropic drugs. adol hydrochloride may worsen central nervous system and raspicalory
depression in these patients.
WARNINGS
Seirere Risk
Selturas have been reparted In patients recefrlag Iramadol hydrochloride withs the recom-
meaded dosapge range, Sponiznesuy pasl-markellag raporis Indicate ihal seizura risk Is
Incraased with doses of Iramadol hydrachleride above Ihe recommendsd range. Coneomiiant
usa ol i@madol hydrochloride increases Ihe aizore risk Io patlont; laking:

* Selectiva tarptonin reaptake fahibitors (S6RY anlidepressants o anoratics),

¢ Tricyclic anlide{russan!a(TCM], and other tricyclic compaunds{e.p., tyclobenzaprine,
mmnlhg@:a, olc.], or

- r optoids,

Administratlon of framadol hydrochlonids may anhares the selzure risk In patiants taking;

* MAD lahibitors (se aiso WARNINGS- Usa with MAD inhibiters),
= Neuroleplics, or
= Dthar druga thal reduce the seizura threshold.

Aisk of coavulsiues may also incrazsa In patlents with apllaglq. thasa with a bistary ol seirures,
ar a paillents with 2 racopaized risk for solzare (such as head trayma, matabuolic disorders,
alcohnl and drug withdrawal, CNS Inleclions). la’ tramadol llvﬂmcmﬂde overose, naloxone
atminisiration may ncraase lbe sk of teizur.

Anaphylacloid Rpacilons X . .

Serigus and rarely fatal anaphvlactodd reaclions hava been reported in patienis receving tharapy
with Tramadol hydrochiorids, When thasa events da occur it is oHen following the first dose. Other
raported allergic reaclions include pruritus, hives, bronchospasm, angioedema, toxic epidermal
necrolysis and Stevens-Johnson syndrome. Palients with a history of ana) ylactoid reachans ta
codeine and other z(:finids maﬂ ba at increased fisk and therefore shauld fiol receive iramadal
hydrochloride{see CONTRAIN| ICATIONS}.

Raspiratory Depression i i ) i
Administer ¥ramadol hydrochloride cautiously in patiants al risk far respiratory deprassion. In these
ﬁauents allernative nDﬁ-ﬂ?luid analgesics should be considered. When lacge doses of tamadol
vdrachinride are adminislered with anesthetic medications or alcohol, respiralory depression ma
result. Respiratory depression showld be ireated as an averdose. # nalgxaie is to be administered,
B?]eskg\lél;nusly because it may precipitate seizures (5ee WARMINGS, Seizure Risk and OVER-
k).

Interaction with Cantral Narvous System (CNS) Depressanis .

Tramadol hydrochlaride shauld be used with caution and in reduced dosagas when administersd to

patients réceiving CNS depressants such as alcohal, opinids, anes! 18lic agents, narcolics.

Eﬂennlmazmns‘ franquilizers or sedative hypnotics. Tramadol siydrochlorida increases the risk ol
M5 and respiralory depratsion m these palignts.

licreased Intracranial Pressur or Head Trauma " ) .

Tramadol hydrochloride shoudd ba used with caution in rp ents with increased intracranial pressure
or head infury. Tha respiratory deprassanl effecls of opioids includa carben dioxida retemion
and secandary algvation ol cerébrespinal lluid pressure, and may be markedly exapgaraled in thase
patients. Addilionaily, pupillary changes (miosis) from tramadal may obscurg the exislence, extent,
or course of imracramial pathology. Glinigians should also maintai a high index of suspicion for
adverse drug reaction when evalating altered manal status in these patents if they are recaiving
Iramadod hydrochloride. (See Respiratery Deprassion)

lise in Ambulatory Paliants . -

dramadol hydrochloride may impair the menial and or physical abililies equired for the perfor-
mance af potentially hazardous lasks such as driving a car ar operating machingry, The paliem
using Ihis dreg shouid be caltioned accordingly.




Usa with MAQ lahlbltors and seqatonin re-eplake Inhibiters . . .

I#se tramadol hydrochicride with greal £aulion in palients king monnaming pxidase Inbibilors,
Animai studigs have shawn Increased dealhs with combined administralion. Gencomitant use of
{ramadol hydrochlosida with MAQ inhibitors or SSRI's increases the risk of adverse events, Includ-
ing seizure’and seratonin syndrome.

Withdrawal

Withdrawal symploms maﬁ ooour if tramadal nrdmchlorlda tablets is discontinued abruptly (See
DRUG ABUSE and OEPENDENCE,. These symploms may inciude: anxiety, swaating, Insomnla, rig-
ors, pain, nausea, remars, diarrhea, ugper fespiralory sympioms, pilaerection, and rarely halluging-
]‘mT_s. Clinical experience suggests thal withdrawal symplomns may be reliaved by tapering he med-
icalion,

Piwysical Dependence 2ad Ahuge .
Tramagol hﬂirunhlur:de maE inducg B‘%ﬁ:hlc and physical depandence of Ihe morghinn—lgp_e (u-opi-
aid} {See DHUG ABUSE AND DEPEN CE.Tramadn “druchlnrlde should not be used in opioid-
dependent patiasts. Tramadol hydrochicride has been shown to veinitiate physical dapandence in
some patients 1hal hava been previously dependant on other opiaids. Degendance and abuse,
including drug-saekm? bahavior and taking illicil actions to blain the drug, are not lmiled [o those
patients with priar history af opioid dependence.

Risk of Qvardosage .

Serious potential consequences ol overdosage with Iramadol hydrochtaride are central narvous
stem depression, respiratory d?resslon and death. In trealing an overdose, primary attontion

a VEUF% ggAgé\éein lo maintaining adequate ventilation afong with general supportive treatment {Sea

PRECAYTHINS

Acple Abdoming| Conditiong .

The administration of iramadol hydrochlaride may complicale the clinical 2ssessment of patienls
wilh acute abdominal conditions.

Usa In Reral and Hepalic Disaasa ) .
tmpaired renal furclion results in a decroased rate and extent of excretion ol ramadol and its ative
metaholite, K41, In patients wilh creatinine clearances of tess than 30 mL/min, dosing reduction is
recommended {see DOSAGE AND ADMINISTRATION.

Metabolism of tramadol and M1 is reduced in patients wilh advanced cirthasis of tha liver. (n
rirrholic patiants, dosing reduclien is recommended (see DOSAGE AND ADMINISTRATION).

Wilh the prolonged hatf-5le in these condilions, achievement ol steady-state is delayed, so that il may
take several days Jor elevated plasma concentralions to develop.

Imigrmation fer Patients N .

* Tramadoi hydrachloride fablets may impalr mental or physical abilities regluar:d for the pertar-
mance of Rommlally hazerdous tasks such as driving a car or operaling machinery.

« Tramadel hydrochioride tablets should nof be taken with alcohol containing beverages.

= Tramadol hydrochloside lablets should be used with caulion when taking medicalions such as
Iranquilizers, hypnolics or other opiate containing analgesics. i

« The patient should be instructed fo inform the physician it Imar are pregnant, think they might
became pregnanl, or are trﬂ:o lo become pregnant {see PRECAUTIONS; Labor and Delivery).

+ The patient should understand the single-dose and 24-hour dose Himit and 1he time intarval

. between n%sdes. 1simue exceading these recommendalions can resull in respiratory deprassion,
seizures and death.

Drg Intaractions

In v?tru studies indivale that tramadaf is unlikety 1 inhibit the CYP3A4-mediated metabalism of other
drugs when tramadol is administergd concamigantly at thereageuuc_doses. Tramadol daes not appear
Io induge its awn metabolism in humans, since observed maximal plasma concenlrations afier
multiple oral dases are higher than expecled based on single-dose data. Tramadol i5 a mild inducer
of selecled drug metabolisrm pathways measurad in animals.

Use with Carbamazegine i .
Fatiants laking carbamazenine may have a signiticantty reduced analgesic eflec ol lramadet
hydrochlaride. - Because carbamazeping increases wamadol metabolism and because of the seizure
risk associgled with tramadal, concomilant administration of tramadal hydrochlorida and carba-

mazepine is noi recommended.

Use with Quinidine . ’

Tramadol is metabolized ta M1 by the CYP206. Dolnlding is a salective inkibitor of (hat isoenzyme
50 thal concomitant administration of quinldine and framadel hydrochloride results in increased
gorcentrations of iramadol and {educed conceniralions of M1. The dinical consequences ol thesa
findings are unknown. o witro drug interaclion, studies in human lver microsomes indicata Ihal
tramadal has no effect on quinidine metabolism,

LUse wilh Inhibitors of CYP206

4 vitro drug interagtion studies in human fiver microsomes indicatg Ihal concemitant administration
wilh inhigitars of CYP206 such as fluoweting, paroxeline, and amitriplyiing could result in some
infibitian of the metabolism of tramada!.

Use witl Cimetiding

Cancomitanl administration of tramadol tydrochlaride with clmetidlas does not result in clinically
significant changes in tramadol pharmacokinetics. Therelore, no aleralion of the Iramadol
hrydrochloride dosaga regimen is recommended.

Use with MAQ Inhibitars

Interaclions wilh MAQ Inhibliers, due Io Interferance wih detoxiticalion mechanisms, have been
reported for some cenlrally acting drugs {see WARNINGS, Use with MAD Inhibilors),

Use with Digoxin and Wartarin

Post-maskeling surveillance has revealed rare reports of digoxin toxicity and alleration of warfarin

the dosing range, rellecting the greater drequency of decreased hepatic, reng) or cardiac function
and of cancomitant disease or ofher drug therapy, In patients over 75 }Bea:s of age, daily doses &
excess ol 300 my are nat recommended {see CLIN‘I)E_AL PHARMACOLOGY and DDSAGE AND
Anwmsmmorﬂ. :

A total of 455 eiderly (65 383{5 of age or older} subjecls were exposed 1o tramadal hydrochloride in
controlied clinical irials. Of those, 143 subjects were 79 years of aga and older.

= In stydias Including gerialric patiants, trealment-imiling adverse evenis were higher in subjacis

aver 75 years of age compared to those undes 55 years af aga. Specifically, 30% o tose over 75
vears ol aga had gastroinleslinal treaiment-limiting adverse avents compared to 17% of those
under 65 years of age. Constipation resuhied in discontinuation of treatmert in 10% af thase aver 75.
ADVERSE REACTIONS .

Tramadal hydtoctoride was administared to 550 patients during the double-blind ar apen-labat
exfension perods in 4.5, studies of chronic nonmalignant pain. OI these patients, 375 were 65
g%ars 0ld cr ulder. Table 2 reposts the cumulative incidence rate of adverse reactions bi; 7,30 and

days lor Ihe mosl Irequent reactions (5% or mare b ). Iy

evants were In the central nervous system and maomtes ?'sle_m. 0 k

in the lable are tet to be probably related 1o dal hydrochloride adminisiration, Ihe reparted
fales alsa include Soma gvents that may havn besn due lo underlying disease or <oncamilant
medication. The overall incidence rales of adverse experiancas jn these irats were Silar for
Iramadol hydrochioride and the active control groups. acelaminophen 300 mg with codeine
phasphate 30 mg, and aspidn 325 mg with codeine phosphate 30 mg however He rales of
withdrawals due 10 adversa events appeared to hel higher in the ramadol tydrochloride groups.

able
Camulatlve Intidence ol Advarse Reactions for Tramadnl l!ydmchloﬂﬂe
in Chranle Triats of Nonmallgrant Paln (N = 427)

Nausea
Constipation
Headache
Somnalance
Vortiang
runtig
“CNS Stimuylation™ 1
thenia
Swaating
Dyspepsia
Dry Mouth
Diarrhga

1*CNS Stimulalion” is a composile of nervousness, anxiety, agitalion, tremor, spasticity,
euphoria, emoticnal Bbility and hallucinations.

Incidance 1% lo less than 5%, possitly causally refated Ihe fallowing fists adverse reacligns that
accurred with an incidence of 1% to less than 5% in dinical trials, and [or which Lhe possibdity ol
a causal retalionship with tramadal hydrochlaride exists.

MEJ‘ a5 a Whole: Malaise,

Cardiovascular, Vasodhation. o o
Canirzl Nervoos S}:tum: Anxiely, Contusion, Coordination disturbance, Euphosia, Miosis,
Narvousness, Sleef isorder.

Gasiraintaslinal: Abdaminal pain, Angrexia, Flalulence.

Musruloskelelal: Mypertonia.

Skin: Rash. i

Spoclal Senses: Visual disturbance. . . i

Urapanital; Menopausal symploms, Usinary frequency, Usinary retention.

lcidence less than [%, pnssibﬂ;r;ausal}y retated: Ihe followin lists adverse reactions tha accurred
wiih an incidence of less than 1% i clinical Irials and/ar reported in post-markeling experience,

Bady a3 a Whole: Accidental injury, Allergic reaclion, Anaphylaxis, Death, Suicidal tendency, Weight
loss, Serctonin syndrome (mental stalus change, hyperreliexia, fever, shiverirg, tremor, apitaion,
diapharesis, seizures and coma). .

Cardiovasesiar; Orthostalic hypotension, Syncope, Tachycardia. i . i,
Caniral Mervany System: Abnormal gait, Amnesla, Cognitive dyslunclion, Daprassion, Difficulty

in concentralipn, Hallucinations, Paresthesia, Seizure {see WARRING S}, Tremaor.

spiratory: DISﬁnea, . . !
Skin: Stevens-Johnson syndrome/Toxd: epidermal recrolysis, Urticaria, Vesicles.
Special Senses: Ovsgeusia.
lrogenital: Dyswria, Menstrual disorder.

Uthar adverse experiences, cavsal relalionsiip urtknown: A variety of olher agverse evenls werg
reportad infrequently in palients taking tramadol hyd:ochleride during dinical rials and/or reported
in post-markeling experience. A causal relalionshig betwaen tramadol hydroghloride and hese
2venls has not been delermined. However, lha mos? significard evants are lisled betow as alerting
infarmation ta the physician.

Cardiavagcular: Abnormal ECG, Hypertension, Hypotension. Myacardia! ischemia, Palpitations,
Pulmonary edema, Pulmanary embolism.
Gantral Naryous Syslem: Migraine, Speech disorders. o :
testinal. Gastrointestinal blegding, Hepatitis, Stomatitis, Liver failure. i
Lator Apnormalities: Crealinine increase, Elevaled liver enzymes, Hemaglobin decrease.
faleingrig,
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Carcinogenedis, Molaganasis, Impalnoant of Fertillty i
A slight, but statistically sigrdficant, ncrease in twn comman murine umors, puimonary and hepatic,
was pbserved i @ mause garcing enlclty stdy, parﬁnulaﬁ;;n agad mice. £1ice were dosed graily
3 /‘kg“wo mg/mé or 0.36 times the maximum d& heman dosage ol 246 mg/me) far
?:pgunmate D years, although ihe study was not done with the Maximum Tolerated Dose. This
nding is nol beligved ta supgest risk in humass. Na such finding nccurred in a rat cantinagenicity
study (dosing osally up to 30 mg/kg, 180 mo/m2, or 0.7 limes the maximym daily human dosage}.

Teamadol was nol mutagenic in the following assays: Ames Saimonefia microsamal aclivation test,
GHO/HPRT mammal@n cell assay, mous lymphoma assay ast the absenca of metabokic activalion).
dominant lathal mutation Tests in mice, chromosome abemation test in Chinase hamsiers, and bane

marrow micronuclus tests in mice and Chinese hamsters. Weakly mutagenic results accurred in
the presance ol motabolic ackvation in the mnuseéyrnrhuma assay and micrenucleus test in rats.
Qv:rlall the waight of evidence from thes lests indicales that tramadoh does not pose a genolexic
risk lo humans.

No effects on feriility were observed fr tramado) at oral dose levels up ta 50 my qé:mn mg/mé) in
male rats and 75 mq!kg (450 mg/m?) in lemata rats. These dosages are 1.2 and 18 limes the
maximum daily human dosage of 246 mg/me, respectively.

Pregnancy, Teratoganic Effects: Pragrancy Carea;n?fﬂ .

Tramadal has been shown ba be embryotoxic and folotaxic in mice, §120 mo/kg or 360 m/ng), rats
(2 25 mg/ o 150 mQ/mz} and rabbils (2 75 m or 900 mufmi} at maternally toxic dosages bul
was nof teratnganic al Wese dose Jevals. These dosages ona mp/me hasis are 1.4, > 0.6, and 2 3.6
times the maximum daily human dosage (246 mu.'m2?1ur mouse, ral and rabbit, respectively.

No deug-related teralogenic effects were pbsarved in progeny al mice (up 1o 140 na? ar 420
m¢mej, rats I‘,up 1o 80 mg/kg or 480 mp/m2) or rabbits (up ta 300 mg/kg or 3600 m: trgated
with tramadal by s roctes. Embry and fetal toxicily consisted” primarily of decreased fetal
weights, skelelal ossilication and incréased supernumerary vibs at maternally toxic dase lavels.
Transient delafrs in developmentz! or bhehaviaral paramelers were also seen in pups Irom rat dams
allawed to dg ivar. Embrya and [eta lethality were reported only in one rabbit study al 300 m_g!hﬂ
{3600 mg/m2), a dose that would cause extrema maternal Loxicity in the rmbbil. The dosages liste
Jor mouse, ral and rahbit arg 17, 1.9 and 14.6 limes tha maximum daily human dosage (246
mg/mz), respactively.

Now-teratogenic Effects . L .
Tramadol was evaluated in peri- and ugosbnatal sludies in rats. Progeny of dams receiving oral
{gavaga) dose levels af 50 mg/hg (300 mg/m? or 1.2 times Ihe maqmuem daily human ramadol
dosaga) or greater had decseased weights, and pup survival was decreased earty in laciation al B0
mqrkg (480 mg/m2 o 1.9 and higher the maximum daily human dose).

There ara no adequate and wall-contralted studies in pregnant women. Tramadot hydrochloride
-shaurid ha used during pragrancy only il the potentiat bandlr lusl!ﬁes tha potential sk to the fetus.
Neanatal seizures, necnatal withdrawal syndroma, tetal dealk and stilt birth have been reported
during past-marketing.

Labor and Delive:

Tramadol hydrochinrie should nol be wsed in pragnant women prior @ or nurﬁ)q.llahur unlass the
 potential benefils outweigh tha risks. Safe usa in pregrancy has nol been ¢stablished. Chronic use
. during pregnan mahlead ltmhysical dHJendenca and post-pattum wilhdrawal symptoms in the

newhoin (Gze DRUG ABUSE AND DEPENCIENCE). Tramadal has been shown to cross 1he placenta.

The mean ratio of serum tramadal in the umbilical veins compared 1o maternal veints was 0.83 for

40 wemen given tramadol during tabor,

. The affect of tramadol hydrochioride, i any, on the laler growth, development, and functional
mafugation of the child is unkngwn.
Norsing Mothees . ot
Tramadol hydrachloide is nat recommended for obstetrical pieoperative medication or for post-
delivery analgesia in n_ursmq muoihers because its safefy in infanis and newborns has noi been
sludied, Follawing a single TV 100 mq dose of tramadol, tha cumulative axcrelion in breast milk

u'-:‘i}nin 16 hours postdese was 100 meg of tramadol {0.1% of the maternal dose) and 27 mcg ol

© Padialric Uss
The safety and efficacy of ramadol hydrochlorida in patients under 15 years of age have noi been
pstahlished. The use of tramadol hydrochloide in the pediatric populalicn is not recommended.

Garlatric Use
in general, doge selection for an elderly patient sheuld be cautious, usually stariing al the low end of

DRUG ABUSE AND DEPENDENLE
Tramadal hgdrucmuride may induge psychic and physical dependence of the morphine-type
1-opioid) (Seq WARNING). Dapandence and abuse, including rug-seeking behavior and takin
icit actions to obtain the drug are not limited to those patians with prior history of opiai
dependence. The rish in palients with suhstanca abuse has been observed to be highar. Tramadol
hydrochloride is associated with craving and tolerance development. Withdrawal symploms may
occur il Iramadal hydrochlaride is discontinued al_)r:#uy. These symploms may inclute: anxiety,
lia, figoes, Ea_ v, NAUSed, tremors, diahea, upper respiraiory Sympuoms, piloerection,
and rarely hallucinations. Clinical experienca sugpasts that withdrawal symptoms may be relieved
by rainstitution of opioid therapy followed by a gradual, lapered dose reduction of the medicalion
combined with symplomatic support.

OVERDQSAGE i i
Serigus poténtial consequences of overdosage are respiratory depression, Tathargy, coma, seizurg,
cardiac arrest and deaih {See WAHNING). Faialities have been reporied in Hos; masketing in
association with bath mtentonal and uninteritional averdose with tramadol hydrochlorida. In 1 rﬁ\
an gverdase, primary atizntion should be piven to mainlaining adaquata ventilation aiang ws
general supportive traamant. While naloxene will reverse some, but oot all, symptoms caused by
qardosage with iramadol hydrochloride the sk of seizures s also n]r,maseﬂ wilh natoxone admin-
istralion. In animals convulsions following the administration of loxc doses ol ramadal could be
suppressed with barbiturates or benzodiazepings but were increased with nalexone. Naloxane
adminisirallon did nal chaege the lethality of an averdose in mice. Hemadiatysis is nol anpected lo
be helplu! i an overdosa because il remaves kess than 7% of the adminlstered dose in a 4-hour
dialysis penod.

O0SAGE AND ADMINISTRATION

Adults (17 years ol age and over) L i

For patients wilh moderate 1o maderalely severe chranic pain not requiriag ragid onset oilanal%esic
effect, the 1olerahility of tramadol aydrochloride can be |m8mved by initiating 1heraapy with a titra-
tion regimen; _Tiee total daily dose may be noreased by 50 mg as lolerated evary days 1o reach
200 my (50 mg q.i.@). Alter titration, bamadol hy rochloride 50 mq to 100 mg can be admin-
{sterad as needed for pain relief every four to six hours, not o exceed 400 mg per day.

For the subset of patients for whom rapid onsel of analgesic effect is required and for whom Ihe
benefits outweigh the risk of discontinuation due to adverse events associaled with higher initial
dases, iramadal hydrochlaride 50 mg 1o t00 mg can be administered as naeded for pain celief every
four 10 six hours, ot to exceed 400 mg per day.

individwallzallon ot Dose

Good rain managemen practice dicales that the dose b individualized according o pallent nead

using the lowest beneficial desa. Studies with trarmadul in aduiis Rave shown that staring at the lowest

possible dose and tirating upwards wil rasutt in fewer discontnuations and increased tolerabibity.

« In Wl patients with craatintoa clearanca less than 30 mb/min, i is recommended that 1ha dosing
interval ol framadot hrydrochloride be increased 1o 12 hours, wilth @ maximum daily dose of 200 mg.
Since only 7% of an administered dose is removed by hemodialysis, dialysis paflents can recerne
their reqular dase on the day of datysis.

« The recommended dose for aduH patlems with elrrhoals is 50 mg every 12 hours.

= Iy general, dose selection for an alderly patient dver 65 gears ol shauld be cautious, usually stanting
at the low'end of the dosing range, reflecting the greater frequency of decreassd hepaic, veral 2¢
vardiac function and of concomitant disease o ther drug therapy. For elderly palients over 73
years old, sl dose should not exceed 3D0 mo/day.

HOW SUPPLIED

Tramadal hydrochlaride tablets 50 mg are suppliad as unscored, white, round film coated tablels

debossed ‘cor* over 127",

They are supplied as follows:

Bottles of 100 (NDC 64720-127-10
Botties of 1000  {NDC 64720-127-11

Store at controlled roam famperature 15°-30°C g59'~ES“F]|]see usp).
Dispense in a lighl container as defined in the ISP,
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